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DETAILED ACTION 

Applicants' request for continued examination of March 17, 2010, in response to the 
action of September 18, 2009, is acknowledged. It is acknowledged that Claims 29-45 have been 
cancelled and Claims 46-64 have been added. Claims 46-64 are pending. The elected invention 
is directed to the protease polj^eptide of SEQ ID NO: 2 and variants thereof Claim 61 is 
withdrawn as being directed to non-elected subject matter. Claims 46-60 and 62-64 are 
encompassed by the elected invention and are hereby examined. 

Priority 

The priority date granted for Claims 46-60 and 62-64 is October 28, 2003; both US 
60/515,000 and DK 2003 01562 disclose the recited subject matter of said claims. 

Claim Rejections - 35 USC § 112-Second Paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 56 and 57 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention for the following reasons. 

For Claims 56 and 57, the phrase "residual activity of at least 50% after storage at 35°C 
when tested using the method disclosed in Example V" renders the claim indefinite because (i) 
the specification discloses two sections entitled "Example V" and (ii) the claim fails to 
designated how long the sample is stored at 35°C. The skilled artisan would not know the metes 
and bounds of the recited invention. 
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Any subsequent rejection based, on clarification of the above phrases and terms, will not 
be considered a new ground for rejection. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of appUcation for patent in the United States. 

Rejection of Claims 29-39, 42, and 43 under 35 U.S.C. 102(b) as being anticipated by 
Isono et al, 1972 as evidenced by Isono et al, 1972 and Esaki et al, 1994, for the reasons 
explained in the prior action, is withdrawn because said claims have been cancelled. 

Claims 46-59 and 62-64 are herein rejected under 35 U.S.C. 102(b) as being anticipated 
by Isono et al, 1972 as evidenced by Isono et al, 1972 and Esaki et al, 1994 for the same reasons. 
In summary, Isono et al teach isolation of an alkaline proteases from Fusarium solani strains that, 
more likely than not, have activity in a detergent composition. More likely than not, Isono's F. 
solani alkaline proteases have thermostability, since an alkaline protease isolated from Fusarium 
sp has thermostability (Isono et al; Figs 3 & 4) and an aminotransferase isolated from F. solani 
has thermostability (Esaki et al; Abstract). Since the protease of SEQ ID NO: 2 is from F. solani, 
the skilled artisan would believe that, more likely than not, one or more of Isono's proteases 
isolated from F. solani sfrains is the same as the protease of SEQ ID NO: 2 herein. Isono et al 
fiirther teach determining the pi and molecular weight of their proteases (col 5; 4&7), methods 
that result in ~100% purification. Therefore, Claims 46-59 and 62-64 are herein rejected under 
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35 U.S. C. 102(b) as being anticipated by Isono et al, 1972 as evidenced by Isono et al, 1972 and 
Esakietal, 1994. 

In support of their request that the prior rejection be withdrawn, Applicants provide the 
following arguments, which are relevant to the current rejection. The reasons said arguments are 
not persuasive are found in each reply. 

(A) The amino acid sequence of the Fusarium sp. S-19-5 alkaline protease is not 
disclosed in Isono et al.; however, as set forth in Applicants' prior response, many years after the 
filing of the Isono et al. patent application, Takeda disclosed the amino acid sequence of the 
Fusarium sp. S-19-5 (IFO 8884) alkaline protease in U.S. Patent No. 5,543,322 and Merita et al., 
1994, Biosci. Biotech. Biochem. 58(4): 621-626. The characteristics of the alkaline protease 
described in the '322 patent and Morita et al. are consistent with the characteristics of the alkaline 
protease described in Isono et al. Thus, persons of ordinary skill in the art would expect that the 
alkaline protease described in the '322 patent and Morita et al. is the same protease described in 
Isono et al. at Examples 1-3. 

(A) Replv : As acknowledged by Applicants, this is the same argument provided in 
prior responses. Applicants are referred to the reasons previously stated as to why this argument 
is not found to be persuasive. See, the action of September 18, 2009, pg 5, reply (A). 

(B) The proteases described in Isono et al. are alkaline proteases, which belong to a 
different class of protease than trypsin-like proteases such as the protease of SEQ ID NO: 2 of 
the present invention. 
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(B) Reply : As acknowledged by Applicants, this is the same argument provided in 
prior responses. Applicants are referred to the reasons previously stated as to why this argument 
is not found to be persuasive. See the action of September 18, 2009, pg 5, reply (B). 

(C) Regarding the Fusarium solani (IFO 5232) strain, Isono et al. simply states that "[i]n 
the same manner as in Example 1 ," F. solani (IFO 5232) is cultivated, the culture is centrifuged 
to give supernatant fluid which is used as an enzyme solution, and enzyme activity with and 
without detergent is demonstrated from this alkaline protease-producing microorganism. See 
Isono et al.. Example 6 and Table 5. In particular. Table 5 presents data that protease activity is 
measurable in an F. solani fermentation broth in the presence of the detergent LAS. However, 
Isono et al. do not purify or characterize the F. solani activity in any way. 

(C) Reply : Isono et al teach how to use standard methods to isolate alkaline proteases 
from several sfrains, including Fusarium solani (IFO 5232) sfrain (col 1-3). 

(D) A person skilled in the art would not expect F. solani to necessarily produce all of its 
proteases at any one time. Gene expression in microbes is carefiiUy regulated to fit the 
environment conditions and developmental stage of the culture. Various literature references 
demonsfrate this differential regulation of proteases in fimgi. For example. Bye et al.. Arch. 
Microbiol. 189:81-92 (2008) shows that the production of different subtilisins in the same fungus 
varies with growth substrate (Intro, Fig 1, and pg 91). Also see Paterson et al., Microbiology, 
140:185-189 (1994). The culturing conditions of F. solani (IFO 5232) in Example 6 of Isono et 
al. are in fact quite different from Applicants' culturing conditions in the instant specification. 
Isono et al. 
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(D) Reply : As acknowledged by Applicants, the skilled artisan would have known 
that protease expression is differentially regulated. Nonetheless, it would be expected that the 
alkaline protease of SEQ ID NO: 2 herein would be produced under more than a single, 
stringent culture condition. In addition, Isono et al teach a variety of culture mediums, times, 
and conditions to be used (col 2, lines 51-75 , col 5, top). It falls to Applicant to demonstrate that 
the protease of SEQ ID NO: 2 would not be produced under any of the conditions taught by 
Isono et al. 

(E) Given that the culture conditions of F. solani (IFO 5232) in Isono et al. Example 6 are 
"[i]n the same manner" as those of Example 1, one of skill in the art could infer that the culture 
supematant of F. solani likely includes the homolog of the alkaline protease isolated and 
characterized from Fusarium sp. S-19-5 (IFO 8884). Although Isono et al. provide no 
information as to which of the many proteases that F. solani could potentially produce is 
responsible for the effect seen in Table 5, one of skill in the art could reasonably infer that it is 
the homolog of the alkaline protease isolated and characterized from Fusarium sp. S-19-5 that 
actually provides this effect. This is fiirther supported by the identification in Takeda's later '322 
patent of F. solani as potential source for homologs to the cloned alkaline protease of IFO 8884. 
See '322 patent, col. 3, lines 4-9. As stated above, the protease produced from Fusarium sp. S-19- 
5 (IFO 8884) is not the same as the protease of SEQ ID NO: 2. 

(E) Reply : See the replies above, (A)-(D). 

For these reasons and those stated in the prior actions. Claims 46-59 and 62-64 are 
rejected under 35 U.S. C. 102(b) as being anticipated by Isono et al, 1972 as evidenced by Isono 
et al, 1972 and Esaki et al, 1994. 
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Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the im ention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the stibject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Rejection of Claim 44 under 35 U.S.C. 103(a) as being unpatentable over Isono et al, 
1972 in view of Okuda et al, 2004 (FD 12-MAR-2003), for the reasons explained in the prior 
action, is withdrawn because said claim has been cancelled. 

Claim 60 is herein rejected under 35 U.S.C. 103(a) as being unpatentable over Isono et al, 
1972 in view of Okuda et al, 2004 (FD 12-MAR-2003), for the same reasons. The following is a 
reiteration of said rejection. The teachings of Tsono et al and Hastrup et al are described above. 
Neither Isono et al nor Hastrup et al teach a detergent composition comprising their alkaline 
protease and, optionally, further comprising a cellulase, lipase, cutinase, oxidoreductase, another 
protease, an amylase, or a mixture thereof Okuda et al teach a detergent composition comprising 
an alkaline protease and, optionally, further comprising a protease other than the alkaline 
protease of their invention, an hydrolase, reductase, oxidase, cellulase, cutinase, amylase, lipase, 
or a mixture thereof [0065]. It would have been obvious to a person of ordinary skill in the art to 
combine the teachings of Isono et al or Hastrup et al with the teachings of Okuda et al to produce 
a detergent composition comprising an alkaline protease of Isono et al or Hastrup et al and, 
optionally, further comprising a cellulase, lipase, cutinase, oxidoreductase, another protease, an 
amylase, or a mixture thereof Motivation to do so derives from the simple substitution of the 
alkaline protease of Okuda et al with the alkaline protease of Isono et al or Hastrup et al (KSR 
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International v. Teleflex Inc). The expectation of success is high, as detergent compositions 
comprising an alkaline protease and, optionally, further comprising a cellulase, lipase, cutinase, 
oxidoreductase, another protease, an amylase, or a mixture thereof were known in the art and 
used for cleaning methods. Therefore, Claim 60 is rejected under 35 U.S.C. 103(a) as being 
unpatentable over Isono et al, 1972 or Hastrup et al, 1997 in view of Okuda et al, 2004 (FD 12- 
MAR-2003). 

In support of their request that the prior rejection be withdrawn. Applicants provide the 
following argument, which is relevant to the current rejection. As explained in detail above, 
Isono et al. does not teach or suggest the claimed proteases. Okuda et al. disclose a detergent 
composition comprising an alkaline protease and one or more other enzymes. However, Okuda 
et al. does not teach or suggest detergent compositions comprising the proteases of the present 
invention. This argument is not found to be persuasive for the reasons stated above, (A)-(E). 
Allowable Subject Matter 

No claims are allowable. 

Applicant's amendment necessitated any new grounds of rejection presented in this 
Office action. Any new references were cited solely to support rejection(s) based on amendment 
or rebut Applicants' arguments. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

Final Comments 

To insure that each document is properly filed in the electronic file wrapper, it is 
requested that each of amendments to the specification, amendments to the claims. Applicants' 
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remarks, requests for extension of time, and any other distinct papers be submitted on separate 
pages. It is also requested that the serial number of the application be referenced on every page 
of the response. 

It is also requested that Applicants identify support, within the original application, for 
any amendments to the claims and specification. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SHERIDAN SWOPE whose telephone number is 571-272-0943. 
The examiner can normally be reached on 1 la-7 :30pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert Mondesi, can be reached on 571-272-0956. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http ://pair-direct.uspto . gov . Should you have questions on the access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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